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respectively. Steady atate plaama DMP 728 levels exceeded the ex-vivo IC
50 for ADP and collagen induced platelet aggregation (280% inhibition); and
the IC 50 for EC adhesion and SMC migration assays. Regression models
comparing NI vs. INJ score regression lines showed significant reduction in
slope (p = 0.0001) and intercept (p = 0.0001) by DMP 728. Conckrsions:
Combined av~s and ~llb~s blockade represents an effective antirestenosis
strategy that petantly limits neointimal hypefplasia and lumen stenosis fol-
lowing deep aiierfal injury in a Iarga animal model of restenosis. The high
affinity of DMP 728 for both W% and C41b63confirma the importance of these
integrina in cellular events underlying restanosis.
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EJ7015 DecreeeedNeointimelProliferationbyinhibitionof
vonWillebrendFectorFunction
A.D. Waissbluth, G. Ghigliotti 1, D. Schwartz, D.R. Abendschein,
P.R. Eisenberg. Washington University St. Louis, MO, USA, 1University of
Geneva, Geneva, Italy
Deapite recent clinical evidence that inhibition of the platelet llb/llla receptor
may inhibit restenoeis, there are little data on the affects of inhibiting platelet
function on neointimal hyperplasia. Tha objective of this study was to char-
acterize the effects on neointimal hyperplasia of inhibition of von Willebrand
factor platelet interactions by administering aurintricerboxylic acid (ATA) in a
well defined prepa@ion of aortic injuty in the rabbit. The rabbit aortae were
deeply injured by hyperinflating a 4F balloon catheter with 0.5 ml of saline
and pasaing the catheter 3 times from proximal to distal abdominal aorta
40 minutes after a 4 mgkg intravenous bokrs of ATA, followed by the same
dose every 2 hours for 24 hours. ATA inhibited ristocetin-induced platelet
aggregation and prolonged bleeding times, an effect which leeted up to six
hours after the lest dose. Aortas were harvested 2 weeks after injury and
VVG stained croas-sections were studied to confirm the extent of injury and
to calculate intimal to medial (I:M) area ratios. The mean I:M area ratio wee
decreased by 28% in rabbits after injury when ATAwas administered (0.23
+ 0.03 [SE], n = 6) compared with rabbits not given ATA but subjected to
the same injury (0.32 + 0.02, n = 16, p = 0.032). Thus, inhibition of von
Willebrend factor function for only 24 hours after arterial injury attenuated
neointimal hyperplasia at 2 weeks.
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701-6 LocallyDeliveredVescularEndothalialGrowth
Factor(VEGF)DoeeNotInhibitNeointimal
ProliferationinThePorcineReetenoeiaModal
G.Belli, D.S. Eccleaton, M.C. Horrigan, J.G. Furst, A.M. Lincoff, E.J. Topol.
The Cleveland Clinic Foundation, Cleveland, Ohio, USA
Background: Vascular endothelial growth factor (VEGF) accelerates en-
dothelial growth and by modulating smooth muscle cell proliferation inhibits
reatenoais in the rat carotid injury model. We hypothesized a similar effect of
100allydelivered VEGF in the porcine coronaty injury model. Methods: After
oversized balloon injury, 17 juvenile pigs were blindly randomized to infusion
of VEGF, 1000 wg in 5 min. or placebo with a Diepatch local drug-delivery
catheter. Animals were sacrificed at 28 days with histologic and morpho-
metrfc analysis of the pressure perfusion fixed injured coronay segmants.
Reau/fe:Adaquate injury with internal elastic Iamina rupture was obtained in
23 atierial segments.
PLACEBO(n= 11) VEGF(n = 12) P 95°ACl
NA(mmz) 0.4+0.3 0.5+0.2 0.6 -0.5 to 0.3
‘A NA 46* 17 45 *2O 0.9 -15 to 1s
LA (mm2) 0.2 * 0.2 0.2 +0.2 0.s -0.2 to0.2
Injury 2.6+ 0.9 2.6+ 1.0 0.9 –0.9 to 0.9
NA = NsointimalAreS.%NA=neointimtiexternalelaaticlaminareax 100. M= Iuminal
area. Injury=Injuryscore
Cone/uaiorr: Locally delivered VEGF, at the dose and delivery method
uaed, does not inhibit neointimal proliferation in tha porcine corona~ artery
injury model. This finding suggests the possibility of important inter-species
difference in restenosis.
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~1 in-ho.Pi~lmen~~ementof a~utemYo~ard,a,
infarction:resultsof USIK,e nationwideFrench
Suwey
N.Danchin, L. Vaur, N. Genea, M. Renault, S. Etienne, J. Ferribres,
J.-P. Cambou. CHIJNancy-Brafwis 54500, France
Recommendations for the traatmant of Ml have undergone major changes
related to the results of recent randomized therapeutic trials. The impact of
these academic recommendations on the actual management of pte with
AMI is less well known. The USIK survey is a nationwide survey of all pta
admitted for AMI to any French institution in November 1995. Its aim was
to assess both actual therapeutic management of the pte and in-hospital
complications over the first 5 days of the Ml. Information was collected for
2563 consecutive pts admitted within 48 hrs of initial chest pain in the 373
participating institutions and who met the usual criteria for Ml. Mean age
was 67 + 14 yre; 71% were men. Risk factors: hyperfenaion: 46%, diabetes
mellitus: 17%, hyperlipidemia: 36%, smoking: 31% and previous Ml: 18%.
Management: 63% were admitted within 6 hrs of chest pain onset; 80% had
LVfuncfion aseesaadbyeohooardiography orangiography; thrombolysis was
uaed in 32% and PTCA in ‘19%. Haparin was used in 96%, aspirin in 91%,
nitratea in 68%, beteblockera in 85%, ACE inhibitors in 46%, diuretica in 35%,
anti-arrhythmia agOfItS h 200A,calcium antaagonista in 17% and digitalis in
5%. Five-day rnortaMywas 7.7%. Numerous factors were related tooutcoma
by univariate analysis. By x-variate logistic regression analyais, only LVEF
and age were independent predictors: mortality increased from 2.1% for age
<65 yrs to 11.47. beyond, and fmm 2.6Y0 for LVEF > 35% to 18Y0for LVEF
< 36%. Theae results show that current recommendations have actually
altered the management of pts with acutb Ml, reaulting in improved early
aurvival. LV function still represents the main determinant of early outcome.
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~~ Lefiventr,.u,arThrOmbOsisinpatientsw~h~~ute
MyocardialInfarctionAdmittedto GISSI-3Trial
F. Chiarella, A. Maggioni 1, S. Domenicucci, P. Bellotti, E. Santoro 1,
C. Vecchio for the GISSI-3 Investigators. Cardiology Division Ga//iera
Hoapital, Genoa, Italfi 1GISSI-3 Centec ANMCO/M. Negri Institute, Italy
To avaluate the rate of occurrence of left ventricular thrombosis (LVT), we
analyzed the predischarge (average 10 day) 2D-echocardiograms available
for 8326 of ILW95 pts with acute myocardial infarction (AMI) admittad to
GISSI-3 trial by 200 Coronay Care Units. Overall, LVT was obsewed in 427
(5.1%): 292/2544 (11.5%) with anterior AMI and 135/5782 (2.3%) with other
site AMI (2p < 0.00W). Multiple logistic regression analysis was performed in
pts with anterior AMI to identify independent risk factors of LVT occurrence.
Fatior OR 95%cl
Killip>1
P
1.75 1.2S-2.39 0.0005
Acuteiv. Atenoiol 1.32 1,02-1.75 0,0365
Historyof diabetes 1.26 0.90-1.76 NS
Lisinooril 1.05 0.S2-1.34 NS
PrevioueAMI 1.02 0.63-1.64 NS
Aspirin 1.02 0.72-1.45 NS
Thrombolysis 1,20 0.73-1.38 NS
Age >70 0.97 0.70-1.35 NS
Nitrates 0,96 0.75-1.23 NS
Historyof Hy@rtension 0.86 0.67-1.14 NS
In mnclusion, in a large population of pte with anterior AMl randomized to
GISSI-3 trial, the predischarge echo showad that: 1) LVT occurred in 11.5%;
2) cardiac impairment at entry (Killip claas >1) and iv. acute Atenolol admin-
istration ware factors independently associated with a higher risk of LVT.
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1702-31~:~$[::ofcorOnaWcmPrOmisLeadin~tOR
T.R. Bowers, D.G. Aliabadi, F.V.Tilli, M.C. Pica, W.W. O’Neill,
J.A. Goldatein. William Beaumont Hoapital, F?oya/Oa/r,Ml, USA
RV infarction (RVI) has been attributed to proximal RCA occlusion. Yet, this
correlate is baaed on small studiea and does not thoroughly explain the
angiogrephic etiology of RVI. The patterna of corona~ compromise leading
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to RVI have not been fully delmeatad; specifically, the site of occlusion
in the RCA and the protective role of collaterals to the RV and distal LV
branches. Accordingly, we performed detailed angiographic analysis in 95
pte with acute inferior Ml prior to primary PTCA who underwent a baseline
2D echo to assess for RVI. 50 pts with RVI, manifest on echo by RV free
wall dysfunction and depressed global RV performance, had similar RCA
stenoses (95 + 5Y0vs 92 + 6%) and TIMI flow in the LV branches of the
RCA (0.8 + 0.2 vs 0.9 + 0.5) as 45 pts without echo evidence of RVI. In the
pts with RVI, the site of RCA occlusion was proximal to the first RV branch
in 37 (74%), mid vessel in 10 (20Yo),and distal vessel in 3 (6%); yet all pts
had compromised flow in at least 1 major RV branch (defined as 21 mm in
diameter). There was impaired TIMI flow in all major RV branches in 46/50
(96%) cases. Moreover, the average TIMI flow in all major RV branches was
derived to index the total RV perfusion, which was dramatically lower in pts
with RVI than those without (0.7 +0.1 vs 2.4+0.1, p < 0.05). In contrast, the
occlusion was distal to all RV branches in 3445 (76%) pts without RVI; yet, in
11/45 (24~o) proximal occlusion compromised flow to the major RV branches.
In these pts, collateral presence serving flow to a major RV branch appeared
to explain the absence of RVI in 7/11 (64%). However, the angiographic
presence of collaterals was equivalent in both groups [24/50 (46%) vs 19/45
(42%)]. These findings indieete that proximal RCA occlusions mmpromising
the major RV branches are likely to result in RVI. Flow in the RV branches,
and not the LV branches, appearad to correlate with the development of RVI.
Furthermore, the presence of collaterals did not preclude the development
of RVI; however, collaterals may be saluta~.
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m7024 A Strategy of Aggressive Anti-lechemic DrugTherapy Veraua Coronary Revascularization in High
Risk Patients After Myocardial infarction: Results of
a Prospective, Randomized Trial
H.A. Dakik, J.A. Farmer, N.S. Kleiman, Z.-X. He, J.A. Wendt, C.M. Pratt,
M.S. Vereni, J.J. Mahmarian. Bay/or Co//egeofkfedicine, Houstorr, TX, USA
We prospectively evaluated the relative efficacy of medical therapy (MT)
and coronav revascularizaticm (CR) for reducing myooardial ischemia as
assessed by adenosine thallium-201 tomography in 42 pts post Ml (25 men,
17women, mean age 53 & 9 yra). Tomography was initially performed 4.5 +
2.9daysafter Ml. Although clinieellystable, all ptshadalargetotal (220% LV)
and ischemic (>10% LV) perfusion defect size (PDS) indicating high cardiac
risk. All pts had CAD amenable to revascularization. After tomography, pts
were randomized to a strategy of anti-ischemic MT (N = 22) or CR (N =
20). Tomography was repeated 42 * 26 days after optimization of therapy
and all images were analyzed blinded to treatment allocation. The 2 groups
had similar LV ejection fractions and extent, location and severity of CAD.
The baseline total and ischemic PDS were also similar between MT (37.6+
13.3%; 21.6 + 11.9%)and CR (35.5 + 11.9%; 16.9 +6.8%) pts, respectively.
A significant (p < 0.0001) yet similar reduction in total and ischemic PDS
was obaerved with each strategy.
MT CR pValue
A TotalPDS –11.5 l 11.0 –16,1 + 14.5 NS
A Ischemic PDS -11 ,6+ 10.4 –13.1 + 9.9 NS
The total PDS decreased by >9% in 12/22 MT(55%) and 1CV20CR (65%)
pts (p = NS). The cardiac event rate for MT (18Y0)and CR (15%) was similar
(p= NS) over 8.5+5 months. Conclusion: A strategy of intensive MT or CR
similarly reduces myoeafdial iachemia and also yields similar cardiac event
rates in high risk pts after Ml.
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m7025 Suetained Eiectricel Instability of Myocardium efterExercise in Petiente with Residual Ischemia after
Myocardial Infarction
1.Shioteni, K. Imai, A. Yagita, H. Matsushita, Y. Akamatu, E. Hishida,
M. Naka, N. Kinoshita. Osaka Minami Nafiona/ HosPita/,Osaka,Jaw
QT dispersion (QTd) reflects the ekectrioel instability of myocardium, and
thus, suggested to be related with serious ventricular arrhythmias. These
arrhythmias are often observed after exercise inpatients with prior myoeardial
infarction (Ml). In the present study, we examined serial changes in QTd after
exercise in patients with ML Twenty-three patients with prior anterior Ml (55
+ 20 days after the onset) were studied; 13 patients had residual ischemia
(group 1)and 10 patients had none (group Nl) assessed by exercise thallium
scintigrem. Twelve-1eadECG was recorded at rest, immediately, 1,2,3 hours
after the cessation of symptom-limited treadmill exercise test using Bruce
protocol. We obtained QTd as the difference between maximal and minimal
QT intervals of the 12-lead ECG. There were nosignificant differences in age,
time after the onset of Ml, left ventricular end-diastolic dimension, ejection
fraction, exercise duration, heart rate and blood pressure at peak exercise
between the groups. There was no significant difference in QTd at rest
between the groups. In the group Nl, QTd was not altered by exercise. In
contrast, QTd was significantly increased by exercise and this increase was
prolongad for 2 hours in the group I (Fig).
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We conclude that the electrical instability is deteriorated by exercise and
the deterioration is sustained for at least 2 hours in patiente with prior Ml with
residual ischemia.This abnormality maybe related with lethal arrhythmias in
these patients.
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H Fa~lpoatoPerative MYocardiallnfarction is~fien
Caused by Coronary Plaque Rupture
M.C. Cohen, T.H. Aretz, M.L. Silverman. Deaconeaa Hospital, Harvard
Medical School, Boston, MA, USA, Lahey-Hitchcock Medical Centec
Burfirrgton,MA, USA
Ithas been hypothesized that most myocardial infarctions following non-
cardiac surge~ (postop MIs) occur in the setting of increased 02 demand
that exceeds corona~ blood supply. However, most Mls not associated with
surgery are eeueed by plaque rupture (PR). To evaluate the pathologic sub-
strate for fatal postop Ml, we reviewed 1,641 consecutive autopsy records
from 1961 to 1995 at two institutions and identified 26 oases of postop Ml
with coronary arteries available. PR, defined as plaque disruption and/or
hemorrhage, was present in 12 cases (46’7.,95% Cl 27-67%). See Table for
clinical characteristics.
Chsrscteristic Plaque Rupture(%) No Plaque Rupture (%) p
(n= 12) (n= 14)
Age (ysars) 71 * 13 65% 14 0.2s
Female gender 4 (33) 5 (3a) 1.00
Priorhistofyof CAD S (67) 9 (64) 1,00
Beta bloekede 3 (25) 2 (14) 0.63
Preesors 11 (92) 13 (93) 1.00
SuspeetadMl 5 (42) 6 (43) 1.00
Days to death 7.6 + 4.4 4.4 k 4.6 0.047
PriorMl at autopsy 11 (92) 10(71) 1.00
Newtransmural Ml 10 (63) 6 (46) 0.10
Conclusion: In this retmeDeetivestudv, DlaaueruMure in coronaw arteries
ing triggers of plaque rupture with corona~ occlusion, such as postoperative
aspirin or beta blockade, may reduce postop Ml fatality.
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El7031 Activation of the Cardiac Renin-Angiotensin Syatem
by Adenoviral Gene Delivery
M.J, Quiflones, W. Witke, L. Kades. Institute for Genetic Medicine,
Univervityof Southern California School of Medicine, Los Angeles, CA, USA
Left ventricular hypartrophy (LVH) is a remodeling process in reaponse
to increased work loed on the heart. A boal cardiac renin-angiotensin-
system (RAS) has bean implicated in the LVH process and endothelin-1
(ET) could be a mediator of angiotensin II (All). Angiotensinogen (Ao), ACE
and angiotensin-ll-Type-l receptor (ATI) mRNA is synthesized in heart. The
existence of cardiac renin (Re) has been more controversial and might result
from uptake from the circulation. In order to better study the intact cardiac
RAS we introduced a rat Re transgene into cultured cardiomyocyfes (CMS)
